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REMARKS 

This application has been amended in a manner that is 
believed to place it for allowance at the time of the next 
Official Action. 

Claims 74-100 are pending in the present application. 
Claims 74-94 have been amended to address several informalities 
found within the claims. New claims 95-100 have been added. 
Support for new claims 95-100 may be found in the present 
specification page 36, lines 1-16; page 36, lines 21-37; page 38, 
lines 25-38; and page 40, line 10 to page 42, line 7. Claim 1-73 
has been cancelled. 

Applicant notes with appreciation that the Information 
Disclosure Statement filed on February 2, 2002 and the amendment 
filed on January 30, 2004 are acknowledged by the United States 
Patent and Trademark Office. However, applicant notes that the 
references cited in Form PTO-144 9 have not been initialed. For 
the Examiner's convenience, a copy of Form PTO-1449 is attached 
with this amendment. At this time, applicant respectfully 
requests that the Examiner initial the references that have been 
considered in the Form PTO-1449 so that the record is clear as to 
this matter. 

In the outstanding Official Action, claim 89 was 
rejected under 35 USC §112, second paragraph, for allegedly being 
indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the 
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invention. Applicant believes the present amendment obviates 
this rejection. 

In imposing the rejection, the Official Action alleged 
that the term "LHRH" was not clearly defined. However, claim 89 
has been amended to recite "luteinizing hormone-releasing factor 
( LHH) " . In addition, applicant provides a definition for 
"luteinizing hormone-releasing factor" from the Merk Index. As 
to the term "triptoreline" , applicant also encloses the 
definition for "triptorelin" . In view of the definitions from the 
Merk Index, applicant believes that the terms are definite to one 
skilled in the art. 

Claims 73-76, 80-82, and 86-89 were rejected under the 
judicially created doctrine of obviousness-type double patenting 
as allegedly being unpatentable over claims 18, 17, 14, and 7-10 
of U.S. Patent No. 6,120,786. This rejection is respectfully 
traversed . 

As the Examiner is aware, a double patenting rejection 
of the obvious-type is "analogous to the nonobviousness 
requirement of 35 U.S.C. 103 with the exception that the patent 
principally underlying the double patenting rejection is not 
considered prior art. In re Braithwate, 379 F.2d 594, 154 USPQ 
29 (CCPA 1967). Thus, any analysis employed in an obvious-type 
double patenting rejection parallels the guidelines for analysis 
of a 35 U.S.C. 103 obviousness determination. 
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Applicant submits that the claimed invention is not 
obvious in view of the claims of U.S. Patent No. 6,120,786. U.S. 
Patent No. 6,120,786 is directed to a medicament adapted to be 
administered parentally. The medicament comprises an active 
ingredient and has a diameter of from about 0.2 to about 2 mm. 
The length of the medicament is from about 1 mm to about 5 cm. 
The medicament has crush strength of at least about 8 killipoise 
in the longitudinal direction (see independent claim 7). 

Thus, the claims of the 6,120,786 patent are directed 
to a needle-less device for the parental administration of a 
medicament. The medicament has the shape of one end of a 
toothpick. It is placed in the bore of a barrel with the barrel 
having the shape of a nose cone at one end. A plunger is then 
inserted into the other end of the bore. The plunger forces the 
medicament through the skin and into a subcutaneous layer of a 
patient without the need for the penetration of the skin by a 
needle . 

This stands in contrast to the claimed invention which 
is directed to a solid delayed-release formulation for parental 
administration comprising a homogenous mixture of an active 
principle through an invasive device delivering said formulation 
in a body wherein the active principle is a proteic or peptidic 
active principle, in a non-dispersed state forming a continuous 
phase which of at least one part is in direct contact with the 
exchange surface of the formulation and of the exterior biological 
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medium, and of a biodegradable biocompatible excipient, in which 
the quantity of active principle is at least 50% by weight with 
respect to the total weight of the formulation, having a release 
profile which is independent of the composition of the excipient, 
of the molecular weight of the excipient or of the active 
principle/excipient weight ratio, the release profile being 
substantially dependent on the total quantity of active principle 
present in the formulation. 

In other words, the claimed formulation is adapted for 
the implantation or the insertion via a device such as a needle, 
trocar, or catheter, wherein the formulation is protected during 
the parental introduction of the implant. In addition, the 
implant does not require the high crush strength of the 
medicament claimed in U.S. Patent No. 6,120,786. 

In addition, the formulation according to the present 
invention can be administered into various internal deposit sites 
which may be corporeal cavities, endotheliae or tissues, wherein 
the medicament of U.S. Patent No. 6,120,786 is typically inserted 
just under or in the skin. 

Thus, in view of the distinct differences between the 
claims of the U.S. 6,120,786 patent and the claimed invention, 
applicant believes that one of ordinary skill in the art would 
not find the claimed invention obvious in view of the claims of 
U.S. Patent No. 6,120,786. 
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Claims 73, 74, 79, 80, 81, 82, 84, 86, 87, 89 and 91 
were rejected under 35 USC §102 (b) as allegedly being anticipated 
by KENT et al . 4, 675, 189. Applicant believes the present 
amendment obviates this rejection. 

Applicant believes that KENT et al. fail to disclose or 
suggest the claimed invention. KENT et al . disclose a 
microcapsule composition comprising a core containing a water- 
soluble hormonally active polypeptide encapsulated in a 
biodegradable, biocompatible copolymer excipient (see column 1, 
lines 10-30) . In other words, the small cores are encapsulated 
into an excipient cover. The delivery rate is dependent on the 
properties of the excipient which surround the small cores. 
Thus, KENT et al. is directed to an encapsulated microsphere. 

The microspheres are not an implantable formulation. 
An implantable formulation should be able to remain as a solid or 
semi-solid mass for a substantial period time period and would 
not be readily dispersed in the organism such as a microsphere. 
Applicant further believes that the publication fails to provide 
any teaching or suggestion to modify the disclosed microspheres 
to obtain a solid delayed-release formulation that can be 
implanted into a deposit site as set forth in the claimed 
invention . 

As a result, applicant believes KENT et al. fail to 
anticipate or render obvious the claimed invention. 
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Claims 75-7 8, 83, 85, 87, 88 and 90 were rejected under 
35 USC §103 (a) as allegedly being unpatentable over KENT et al. 
in view of ORSOLINI et al . 5,445,832. 

ORSOLINI et al . disclose a method for manufacturing 
microspheres whereby the active principle is changed into an 
insoluble salt; the salt is then suspended in a biodegradable 
polymeric solution which is then formed into droplets through an 
emulsion. This leads to microparticles embedded into the 
excipient with an active principle content of between 5 and 24%. 
Thus, there is no continuous phase of active principle as in the 
formulation according to the present invention and this 
publication is quite comparable to the KENT et al-. citation. 

As to the rejection of claim 85, applicant could not 
find any comparison between in vitro and in vivo release. 
Rather, ORSOLINI et al. generically state in one of the examples 
that the release duration can be of about 8 days. There is no 
teaching directed to a phase of an active principle. 

Similar to the KENT et al. publication, the 
microspheres cannot be defined as an implantable formulation. An 
implantable formulation should be able to remain as a solid or 
semi-solid mass during a substantial time and not be able to be 
readily disposed in an organism as microspheres would. 

Thus, in view of the above, applicant believes that 
ORSOLINI et al . fail to remedy the deficiencies of KENT et al. 
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As a result, applicant believes that the proposed combination 
fails to render obvious the claimed invention. 

Claims 91-94 were rejected under 35 USC §103 (a) as 
allegedly being unpatentable in view of KENT et al. in view of 
ORSOLINI et al . and further in view of BOYAN et al. 5,492,697. 
This rejection is respectfully traversed. 

Applicant believes that one of ordinary skill in the 
art would lack the motivation to combine and modify the teachings 
of KENT et al . , ORSOLINI et al . and BOYAN et al . to obtain the 
claimed invention. 

BOYAN et al. is directed to a biodegradable implant for 
placement in nonunion bone fractures as a substitute for bone 
graft material. As disclosed at column 5, lines 40-50, the 
implant has a honeycomb structure for placement in nonunion bone 
fractures and is provided as a bone graft. Thus, the structure 
disclosed by BOYAN et al . is quite distinct from those taught by 
KENT et al. and ORSOLINI et al . As a result, applicant believes 
that one of ordinary skill in the art would lack the motivation 
to combine the teachings of BOYAN et al. with KENT et al . and 
ORSOLINI et al. 

Thus, in view of the above, applicant believes that the 
proposed combination fails to render obvious the claimed 
invention . 

In view of the present amendment and the foregoing 
remarks, therefore, applicant believes that the present 
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application is in condition for allowance, with claims 94-100, as 
presented. Allowance and passage to issue on that basis is 
respectfully requested. 

Please charge the fee of $90 for the five extra claims 
of any type and $88 for the extra independent claim added 
herewith, to Deposit Account No. 25-0120. 

The Commissioner is hereby authorized in this, 
concurrent, and future replies, to charge payment or credit any 
overpayment to Deposit Account No. 25-0120 for any additional 
fees required under 37 C.F.R. § 1.16 or under 37 C.F.R. § 1.17. 

Respectfully submitted, 
YOUNG & THOMPSON 



ilipu 



0j 



Philip Dubois, Reg. No. 50,696 

745 South 23 rd Street 

Arlington, VA 22202 
Telephone (703) 521-2297 

Telefax (703) 685-0573 

(703) 979-4709 

PD/lk 
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Appendix : 

The Appendix includes the following items: 

- definitions of LHRH and triptorelin at pages 5500 and 9883 
of the Merck index 12 th Ed. 

- Form PTO-1449 filed on February 1, 2002 
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AVAILABLE 



5500 



LH-RH 




picric, and trichloroacetic acids precipitate LH with reten- 
tion of its physiological activity. 

THERAP CAT: Gonadotropic hormone. 

5500. LH-RH. Luteinizing hormone-releasing factor; 
LH-RF; luteinizing hormone-releasing hormone; LRF; 
LRH; gonadorelin; gonadotropin -releasing factor; gonado- 
liberin; luliberin; LH-RH /FSH-RH; Fertagyl; Fertiral; 
Kryptocur; Relefact LH-RH. C^H^N^O^; mol wt 
1182.31. C 55.87%, H 6.39%, N 20.14%, O 17.59%. Neuro- 
humoral hormone produced in the hypothalamus which 
stimulates the secretion of the pituitary hormones, LH (lu- 
teinizing hormone) and FSH (follicle-stimulating hormone) 
q.q.v., which in turn produce changes resulting in the induc- 
tion of ovulation. Isoln from porcine hypothalamic ex- 
tracts: A. V. Schally et at, Biochem. Biophys. Res. Com- 
mun. 43, 393 (1971). Structure: Matsuo et at, ibid. 1334; 
Baba et al, ibid. 44, 459 (1971); Burgus et al, C.R. Acad. 
ScL, Ser. D. 273, 1611 (1971). Solid phase synthesis: Mona- 
han et al, ibid. 508; Monahan, Rivier, Biochem. Biophys. 
Res. Commun. 48, 1100 (1972); Coy et al. Methods Enzy- 
mol 37, 416 (1975); D. H. Rich, S. K. Gurwara, Tetrahed- 
ron Letters 1975, 301. Industrial prepn: Geiger et al, Ger. 
pat. 2,213,737 (1973 to Hoechst). Confirmation of biologi- 
cal activity: A. V. Schally et al, Science 173, 1036 (1971). 
Pharmacokinetics: T. W. Redding, /. Clin. Endocrinol 
Metab. 37, 626 (1973). Reviews of physiology and impli- 
cations in fertility control: A. V. Schally et al, FerU Steril 
22, 703 (1971); R. Guillemin, Contraception 6, 1 (1972). 
Review of LH-RH and other hypothalamic hormones: A. 
V. Schally et al, Science 179, 341 (1973); A. V. Schally, ibid. 
202, 18-28 (1978); of LH-RH and somatostatin, q.v.: S. M. 
McCann, Ann. Rev. Pharmacol Toxicol 22, 491-515 (1982). 
General reviews: J. Sandow, Clin. Endocrinol 18, 571-592 
(1983); S. M. McCann, J. Endocrinol Invest. 6, 243-251 
(1983). 



5K)xoPro^is-Trp~^r-Tyr^lyH_eu~Arg^ro-GlyNH 2 



WS —50" (1% acetic acid). Chymotrypsin, papain, sub- 
tilisin, thermolysin destroy the pituitary hormone releasing 
action of LH-RH. 

Acetate (salt) hydrate, gonadorelin acetate, Cystorelin, Hy- 
pocrine, Lutrelef Lutrepulse. C 55 H„N 17 Oj3.xf4H 4 0 2 .yH 2 0, 
as the diacetate tetrahydrate or a mixture of monoacetate 
and diacetate hydrates. 

Hydrochloride, AY-24031, HRF, FactreL 

THERAP CAT: Gonad -stimulating principle. 

THERAP cat (vet): Gonad-stimulating principle. 

5501. Liatris. Deer's tongue; vanilla plant. Leaves of 
Trilisa odoratissima (Walt.) Cass. (Liatris odoratissima 
(Walt.) Willd.), Compositae. Habit. U.S., Virginia to 
Florida and Louisiana. ConstiL Volatile oil, coumarin. 

USE: In perfumery and for perfuming smoking, chewing 
and snuff tobacco. 

5502. Licheniformins. Antibiotic substances produced 
by Bacillus licheniformis. Isoln: Callow et al. Brit J. Exp. 
Pathol 28, 418 (1947). Separation of licheniformins A, B, 
and C: Callow, Work, Biochem. J. 51, 558 (1952). Mol wt 
as measured by sedimentation: licheniformin A, 4400; 
licheniformin B, 3800; and licheniformin C, 4800: Ogston, 
ibid 51, 569 (1952). 

All three constituents in the form of hydrochlorides are 
white, amorphous, slightly hygroscopic powders, melting 
with decompn at indefinite temperatures. 

5503. Lichenin. Moss starch. QH. 0 O,; mol wt 
162.14. C 44.45%, H 6.22%, O 49.34%. Polyglucan from 
Cetraria islandica (L.) Ach., Parmeliaceae (Iceland Moss). 
Isoln: Peat et al, J. Chem. Soc. 1957, 3916. Linear poly- 
saccharide structure composed of regular sequences of two 
(1-4)- and one (1 - 3)-/3-D-glucopyranosyl residues: Perlin, 
Suzuki, Can. J. Chem. 40, 50 (1962); Fleming, Manners, 
Biochem. J. 100, 4, 24 (1966). Exhibits antineoplastic activ- 
ity: Shibata, Japan, pat. 17,147('7l), C.A. 75, 67474z 
(1971); Tadahiro et al, Chem. Pharm. Bull 20, 2445 (1972). 



NMR spectrum: D. GagnMvM^^SM 
Chim. France 1977, 479. %&3ftfi&ffiBb 



White powder. Sol in boilin|^^« 

5504. Lidamidine. N^0^^mm^^^ 
(methylamino)methyl]urea; 1 -(2,6-dT^ h^'^SiS^ 



ylamidinourea. C Jh„N.6; rrioi?l^^%^^Syt 
7.32%. N 25.44%, "O "SLSajSgSflttr 
tory, antimotility properties. Prenn" oViA^%£ji£I^ 
oat. 844.832 (1977 tr> R^ ^5?ate^ffio1S^ 



Douglas et al, Arzneimittel 
cal -chemical properties 



structure activitv^rein^-^iJSS^i 

les: J - J - ^Hp&yllMMi^^ 
Effect on a 2 -adrenergic receptors aiid^l|ctVrtil#S^E^S 
T. Durbin et al, Gastroenterology SZMlX^^^^M 
articles on pharmacology, metabolism; ih»^*P^a 
Arzneimittel-ForscK. 28, 1448- 1480^1 97 8p^^?^^ 
Chou et al, ibid. 1471. Clinical ^fMl^^^ 
amide, q.v. in acute diarrhea: G. GasbafHnl^^K^^ 
1843 (1986). Brief review: G. FriedSap^^^ 



terol 80, 143 (1985). 




VV 

O NH 
CH 3 



Hydrochloride, C n H 16 N 4 O.HCl, HW^S^^^OTj 
Smodin. White powder, mp 194-197'. uvtmaxl<lfe^^i 
271 nm (e 626, 524). Soly at 25° (mg/mlijlpwl^i^a 
methanol 297.94, ethanol 88.55, chlof6foM}%'62^^^ 
0.01. LD W in male mice, male, female' rats1i$^/^^^| 
267, 160 orally; in mice (mg/kg): 56 i.v^GliSuS 
THERAP CAT: Antiperistaltic; antidiarrheallf^^ 

5505. Lidocaine. 2-(Diethylamino)-N0}^^^^li 
phenyl )aceta m ide; 2-diethylamino-2', S'-acetpxyliduJ^W^ 
ethylamino-2,6-dimethylacetanilide; Iignocai^||?<gii^| 
Duncaine; Leostesin; Lidothesin; Rucaina; Xyiocaiii^Cyl^ 
citin; Xylotox. C^H^N^O; mol wt 234.34. '^GWMWSm 
9.46%, N 11.95%, O 6.83%. Long-acting, man^W 
izing agent against ventricular arrhythmia. Ongiffalij^ 1 
veloped as a local anesthetic. Prepn: N. M. ^fgrentffe 
Lundqvist, U.S. pat. 2,441,498 (1948 to Astra£|^j|pl 
Self, A. T>. T. Easson, Brit. pat. 706,409 (19543itojS^p 
Baker); I. P. S. Hardie, E. S. Stern, Brit. pat. 75$3|S1[95§ 
to J. F. Macfarlane & Co.); Zhuravlev, Nikolaevflpft 
Obshch. Khim. 30, 1155 (1960). Toxicity studef§p|f 



Smith, B. R. Duce, /. Pharmacol Exp. TkerMwMm 
(1971); G. H. Kronberg et al, J. Med. Chem^ffim 
(1973). Review of pharmacokinetics: N. L. BenovhtziW^ 
Meister, Clin. Pharmacokinet. 3, 177 (1978). Review^f^ 
tion as local anesthetic: Lofgren, Studies on Locah^^^ 
thetics: Xylocaine. A New Synthetic Drug (Hoeggstrorasl 
Stockholm, 1948); Cooper, Pharm. J. 171, 68 (195j|§|g|| 
views of an ti -arrhythmic agents: J. L. Andersonil^ll 
Drugs 15, 271 (1978); L. H Opie, Lancet 1, 861 (!p&i| 
Carmeliet, Ann. N.Y. Acad ScL 427, 1 (1984). Cbmpreg|^ 
sive description: K. Groningsson et al, Anal. Profiles jDrugi 
Subs. 14, 207-243 (1985); M. F. Powell, ibid. lS.'./TM^Jj 
(1986). ^ 




*CH 3 



'« 



AW-*':* 

m 



TX 

CH 3 ^CH 3 

Needles from benzene or alcohol, mp 68-69°. bpi*i!?<5 
182°; bp 2 159-160". Insol in water. Sol in alcohol, e^ 
benzene, chloroform, oils. ■ ( ll?%*f 

Hydrochloride monohydrate, C 14 H M N 2 O.HClHi%;< 
Lidesthesin, Lignavet, Odontalg, Sedagul, Xylocard, Xylo-^ 
neural Crystals, mp 77-78°; anhydrous, mp 127-129°. Veg| 
sol in water, alcohol; sol in chloroform. Insol in ether; qjtfc 



S^fenesthetic (local), . 
^te^theuc (ic 

imfmud. Med. in 

ifllloberg. A. T. F 

l^i^hepatobiliary imagii 
^mmiol. 132, 523 ( 

mmm*> 878 (i98C 




xv.u^SJwater, mp 201- 

;5J-p^|wrc-complex i 

*lagenu.. 

u w^idoflazine. 4-[4,4 

w^^y l P^ enyl) - 1 : pipera 

H^SoyDbutyl]- 1 -P\PC/azn 

fefpelPhe; McN-JR-7C 
Su&ftOrHinazine; Corflai 
^^^29%, H 7.18%, 
Spocking agent. Prep 
^M^H^ K. F. Herman 
"1^^(4965, 1966, both t. 
WmM^et al, Acta Cr 
B^pHncity of calcium-b 
^^0iWellens, Arch. Int 
gplfcifdioprotective effe* 
tfef 543 <1981). Efi 
Mutilation 65, 1 Pt. 2, 




^pjtals; mp 159-161^. / 
j^msolliii chloroform C> - 
^^on 7 organic solvents: 
m%>$> Ther. 152, 265 (1? 
pERXprcAT: Vasodilator 
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8^550& Light Green SI 

Wtfryii(3-sulfophenyl)meth: 

Sfcyiene/-2, S-cyclohexadu 
^^rniriium inner salt, di 
Si n "^[^[p-tethyKm-sulfob 
|^v^y«dene] -2, 5-cyclohex: 
p^onium hydroxide inn< 
«?P ^G Green No. 2; Lis 




CI 



I 

■Si: 

M 



BEST AVAILABLE COPY 



Tris(hydroxymethyl)nitromethane 



9883 



from alcohol or chlorS 
exposure to light. ' E>| 
insol in ether. Oxidiza 
c*-ketols. and is thereby 
ed pigment, a tripheriyi 
Mg/kg, RTECS \6\M 
•80) p 690. , 1 

sensitive reagent fqr|r& 
:tween a-ketols and sim 
ind animal tissue: Get 
Dility of seeds to. gerrni- 
onic tissue hydrogenates 
eep red, insol tri phenyl- 

Bot. Ges. 60, 299,11 

• ■ ■ - it* 




n determination of anb 




Hydroxytriphenylsim 
ydroxide; fenolovo; i'Dtt 

C 58.90%, H 4.39%|g 
Prepn by alkaline hyjinf 

al, Inorg. Chem. 2^tSl 
Nucl. Chem. 24p| 

crops: H. H. VanVde 

1237 (1988). Review| 
lm et aL, Anal Metim 
:7-246 (1980). R'evir* 
1960); R. Bock, Res\ 



mally dec to (C 6 Hj)^ 
sol in alcohol, toluent] 



i acetate, acetoxytriph^ 
jn from acetic acidly 
en, J. Appi Chem. fZx» 
: Weber, Becker, if0<? 
ties, mp 122-124°. S6I£i 
ne. 

that triphenyltin hydroi 
50, 1107 (1985). f§fi 



insect pest control;^ hormonal) 



■ 1 

ited, white or grayjg 
ive and paint fillergg 
in Northern Africa >W8* 
don is no longer corY 
•rm of Si0 2 , soft, pot^ 
making it especially^ 1 
ies. Also used in oik* 



Crystals from light petr, mp 59-61°. uv max (ethanol): 
236, 285 nm (e 15300, 6800). 

Hydrochloride monohydrate, C I9 H 2 N 2 :HC1.H 2 0, 
295C51, Actidil, Actidilon, Pro-Actidil, Pro-Entra, Venen. 
Crystals from water, mp 116-118°. uv max (ethanol): 235, 
283 nm (« 15000, 7400). Moderately sol in water, ethanol, 
methanol. 

Oxalate, C M H 22 N 2 .C 2 H 2 0 4 , crystals from methanol, dec 
173-174°. uv max (ethanol): 233, 283 nm (e 16200, 8200). 
THERAP CAT: Antihistaminic. 

9878. Triptorelin. 6-o-Tryptophanluteinizing hormone- 
releasing factor (pig); 6-D- tryptophan -LH-RH; D-trp 6 - 
LHRH; D-Trp 6 LRH; D-trp 6 -gonadorelin; detryptoreline; 
AY-25650; Wy-42462; Wy-42422. C^H^N^O^; mol wt 
1311.47. C 58.61%, H 6.30%, N 19.22%, O 15.86%. Syn- 
thetic peptide agonist analog of LH-RH, q. v. Prepn- A V 
Schally, D. H. Coy, Ger. pat. 2,625,843; eidem, U.S. pat. 
4,010,125 (1976, 1977); D. H. Coy et aL, J. Med. Chem. 19, 
423 (1976). Comparison with LH-RH of in vitro activity: 
D. H. Coy et aL, Biochem. Biophys. Res. Commun. 67, 576 
(1975). Pharmacokinetics and metabolism in humans: J. L 
Barron et al, J. Clin. Endocrinol Metab. 54, 1169 (1982) 
U-k C f an3l ^ : D C Sert> et aL, J. Liq. Chromatog. 4, 
1135 (1981). RIA in human serum: M. Mason -Garcia et 
aL Proc. Nat Acad. ScL USA 82, 1547 (1985). Clinical trial 
in prostatic carcinoma: H. Parmar et al, Lancet 2, 1201 
.U985); for in vitro fertilization: A. Hazout et al, Fertil 
Steril 59, 596 (1993). 



5^xoPro^is-Trp^er-Tyr-^T^ 



Fluffy, white solid. -58.8° (c = 0.33 in acetic acid). 

Acetate, C^H^O^.CjH^, Decapeptyl. 
therap cat: Gonad-stimulating principle; antineoplastic 



Si Tnptycene. 9,10-Dihydro-9,10-o-benzenoanthra- 

WL %^ 14 i. mo1 wt 254 * 33 ' C 94.45%, H 5.55%. Synthe- 
p by three different methods: Bartlett et aL, J. Am. Chem. 
^64^2649 (1942); Wittig, Org. Syn. 39, 75 (1959); FrieX 
■^an. Logullo, J. Am. Chem. Soc. 85, 1549 (1963). 



T - ( 4-Methylphenyl)j^ 
-ans-2-[3-( 1 -pyrrolwi£ 
2-pyridyl)-3-pyrrp]T 
hylphenyl)- 1 -(2-pyni 
N 2 ; mol wt 278.4$ 
tamine H,-receptdr|apj 
ats. 2,712,020; 2,712 
me); Adamson 
:-activity studies 
•48 (1971). Crysg 
ams. Can. J. ChegjL 
i antihistaminic effect^ 



'■Vis J 




mo- 



S53osi? 1S from c y cI <>hexane or methylcyclohexane, mp 

^"•%r988n "i a *r 

IS": W.Tripyridyl-5-triazine. 2,4,6-Tri-2-pyridyl-s- 
Ife: p 'STP* 1 * 1 ,3,5-triazine; tripyridyltriazine; 
«9li V s *l? N ? ; mo1 ^ 31 2 33: C 69.22%, H 3.87%, N 
ll95# t? ynthes ! s: -Case, Kroft, J. Am. Chem. Soc. 81, 905 

^Cva^ P ^ 1 °^ Schaefer ' U ' S - P at - 3*294,798 (1966 to 
» r > ^/trf^« J^f^I d) ' Tb*™** stability data: Johns et al. J. 

llergy ^\ I ^ nu ^X^^: ^ 7, 227 (1962). Review: "2,4,6-Tripyridyl- 

P 8°509 528 0979lP?tiuh S, 01 ^^ *k Th ° Im " « ea * ents (The G " ^eder: 
8, 509-528 (1979^^g|^nn Chem. Co., Columbus, Ohio, 1965) pp 41-56. 




Crystals, mp 210-220° (Schaefer); trihydrate from aqueous 
ethanol, mp 244-245' (Case, Kroft). Reacts with ferrous 
ions to yield intense violet color over pH range 3.4-5 8 
Absorption max Fe(TPTZ) 2 2 + (water): 593 nm (e 22600) 
Collins et al. Anal Chem. 31, 1862 (1959). 

USE: Reagent for the spectrophotometry determn of iron. 

9881. Tris-BP. 2,3-Dibromo-l -propanol phosphate(3:l); 
phosphoric acid tris(2,3-dibromopropyl) ester; tris(2,3-di- 
bromopropyl) phosphate; Apex 462-5; Flammex AP; Flam- 
mex T 23P; Firemaster LV-T 23P; Firemaster T 23P; T 23P; 

*i B P- C 9 H is Br 6°4Pi mol wt 697.61. C 15;50%, H 
2.17%, Br 68.72%, O 9.17%, P 4.44%. Prepn: G. E. Walter, 
1. Hornstein, U.S. pat. 2,574,515 (1951 to Glenn. L. Martin 
Co.); D. E. Overbeek, R. C. Nametz, U.S. pat. 3,046,297 
(1962 to Michigan Chem. Co.); R. W. Rimmer, U.S. pat. 
3,223,755 (1965 to duPont). Use in flameproofing: W D 
Paist, N. Van Gorder, U.S. pat. 2,662,834 (1953 to Cela- 
nese). Mutagenicity studies: M. J. Prival et al, Science 195, 
76 (1977); A. Nakamura et aL, Mutau Res. 66, 373 (1979) 
Carcinogenicity studies: B. L. Van Duuren et al. Cancer 
Res. 38, 3236 (1978); G. Reznik et aL, J. Nat. Cancer Inst. 
63, 205 (1979). Review of toxicology: F. A. Daniher, Proc 
Symp. Text Flammability 4, 126-143 (1976). Review A 
Blum, B. N. Ames, Science 195, 17 (1977). 




Viscous liquid. LD 50 orally in rats: > 5.0 g/kg (Dani- 
her). 

Note: This substance may reasonably be anticipated to be 
a carcinogen: Seventh Annual Report on Carcinogens (PB95- 
109781, 1994) p 396. 

USE: Flame retardant. Formerly used in children's sleep- 
wear. 

9882. Tris(ethylenediamine)cadmium Difaydroxide. 

Tris(ethylenediamine)cadmium hydroxide; tri(en)cadmium 
hydroxide; Cadoxen. QH^CdNX),; mol wt 326.72. C 
22.06%, H 8.02%, Cd 34.41%, N 25.72%, O 9.79%. [Cd- 
(H 2 NCH 2 CH 2 NH 2 ) 3 ](OH) 2 . Prepared by shaking a given 
amount of cadmium oxide in 10 times its wt of 30% aq eth- 
ylenediamine soln for 15 minutes and centrifuging; the su- 
pernatant liquor is the product: Jayme, Neuschafer, Natur- 
wiss. 44, 62 (1957). The soln contains about 4.5% Cd (w/w) 
and dissolves about 3% (w/w) cellulose, giving a clear, high- 
ly viscous soln. 

USE:. Solvent for cellulose: Jayme, Ger. pat. 1,079,318 
(1960 to E. Merck), C.A. 55, 18107d (1961); solvent for sul- 
fite pulps. 

9883. Tris(hydroxymethyl)nitromethane. 2-{Hydroxy- 
methyl)-2-nitro-l,3-propanediol; 2-nitro-2-(hydroxymethyI)- 
1,3-propanediol; trimethylolnitromethane. C 4 H 9 NO<; mol 
wt 151.12. C 31.79%, H 6.00%, N 9.27%, O 52.94%. Prepn 
from trioxymethylene and nitromethane: Boileau, Mem 
Poudres 35, Annexe 7-76 (1953). ' 
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